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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 -17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 02/1 1/2005 has been entered. 

Claims 1-9,19,21,24 and 26 have been cancelled. Claims 18,20,22,23,25 and 27 are 
amended. Claims 10- 18,20,22,23,25- and 27 are pending. Claims 18,20,22,23,25 and 27 are under 
consideration in the instant office action. 

Claim Rejections - 35 USC§112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

The previous rejection of claims 18-27 under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement, set forth in the final office action mailed 
08/1 1/2004 is withdrawn in light of Applicant's amendments to the claims that remove 
terminology referring to non-transgenic. 

Applicant has added terminology to claim 18 referring to the fascial tunnel. Applicant 
points to support in the specification for the "fascial tunnel" terminology at pages 15-16. While 
literal support for this terminology is not found, it has been determined that this terminology 
refers to the same location as that described in the specification and does not alter the scope of 
the claims. 
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A new grounds of rejection under written description appears below. 

Claim 27 is rejected under 35 U.S.C 1 12, first paragraph, as failing to comply with the 

written description requirement. The claim(s) contains subject matter which was not described 

in the specification in such a way as to reasonably convey to one skilled in the relevant art that 

. the inventor(s), at the time the application was filed, had possession of the claimed invention. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111 (Fed. Cir. 1991), clearly states that 
"applicant must convey with reasonable clarity to those skilled in the art that, as of the filing date 
sought, he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed." Vas-Cath Inc. v. Mahurkar, 19USPQ2d 
at 1 1 17. The specification does not "clearly allow persons of ordinary skill in the art to 
recognize that [he or she] invented what is claimed." Vas-Cath Inc. v. Mahurkar, 19USPQ2d at 
1116. 

The claimed invention as a whole is not adequately described if the claims require 
essential or critical elements which are not adequately described in the specification and which is 
not conventional in the art as of applicants effective filing date. Possession may be shown by 
actual reduction to practice, clear depiction of the invention in a detailed drawing, or by 
describing the invention with sufficient relevant identifying characteristics such that a person 
skilled in the art would recognize that the inventor had possession of the claimed invention. Pfaff 
v. Wells Electronics, Inc. , 48 USPQ2d 1641, 1646 (1998). 

Claim 27 broadly encompasses compression of the tibial nerve wherein allodynia, 

hyperalgesia or both result. The claimed mammal exhibiting hyperalgesia or exhibiting both 

hyperalgesia and allodynia have not been described in the instant specification. The specification 

provides description of only the claimed mammals exhibiting allodynia that are encompassed by 

the claims. 

Therefore, the limited disclosure in the specification is not deemed sufficient to 
reasonably convey to one skilled in the art that Applicants were in possession of the genera of 
transgenic mice recited in the claims at the time the application was filed. Thus it is concluded 
that the written description requirement is not satisfied for the claimed genera. 
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Applicant is reminded that Vas-Cath makes clear that the written description provision of 35 
U.S.C. §1 12 is severable from its enablement provision (see page 1 1 15). 

Enablement 

The previous rejection of claims 18-27 as lacking enablement for the full breadth of the 
claims as set forth on pages 3-5 of the previous office action mailed 08/1 1/04 is withdrawn. 
However, a new scope of enablement rejection appear below as was indicated in the advisory 
action mailed 02/02/2005. 

Claims 18,20,22,23,25 and 27 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for a method of making a non-human mammal 
comprising non-surgically compressing the posterior tibial nerve such that allodynia is achieved 
and for the mammal made by said method, does not reasonably provide enablement for said 
method or product wherein any tibial nerve is altered or wherein hyperalgesia is achieved or 
wherein no effect is achieved. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the invention 
commensurate in scope with these claims. 

Enablement is considered in view of the Wands factors (MPEP 2164.01(a)). The court in 
Wands states: "Enablement is not precluded by the necessity for some experimentation such as 
routine screening. However, experimentation needed to practice the invention must not be undue 
experimentation. The key word is 'undue,' not 'experimentation.' " (Wands, 8 USPQ2d 1404). 
Clearly, enablement of a claimed invention cannot be predicated on the basis of quantity of 
experimentation required to make or use the invention. "Whether undue experimentation is 
needed is not a single, simple factual determination, but rather is a conclusion reached by 
weighing many factual considerations." (Wands, 8 USPQ2d 1404). The factors to be considered 
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in determining whether undue experimentation is required include: (1) the quantity of 
experimentation necessary, (2) the amount or direction or guidance presented, (3) the presence or 
absence of working examples, (4) the nature of the invention, (5) the state of the prior art, (6) the 
relative skill of those in the art, (7) the predictability or unpredictability of the art, and (8) the 
breadth of the claims. While all of these factors are considered, a sufficient amount for a prima 
facie case are discussed below. 

Claims 18,19,23 and 25 broadly encompass compression of the tibial nerve wherein no 
effect occurs in the mammal Claims 22 and 27 broadly encompasses compression of the tibial 
nerve wherein allodynia, hyperalgesia or both result. All claims encompass any tibial nerve 
including the anterior as well as the posterior tibial nerves. 

The specification teaches that compression of the posterior tibial nerve results in 
allodynia but does not teach that such compression results in hyperalgesia. Hyperalgesia and 
allodynia are two distinct neurological effects. Stedman's Medical Dictionary defines 
hyperalgesia as "Extreme sensitivity to painful stimuli" 

(http://216.251.232.159/semdweb/internetsomd/ASP/1526727.asp) whereas it defines allodynia 
as "Condition in which ordinarily nonpainful stimuli evoke pain" 

(http://216.251.232.159/semdweb/internetsomd/ASP/1526727.asp). The stimulus that evokes 
each of the characteristics differs. There are no teachings in the specification that indicate that 
the presence of allodynia in the claimed mammals would also correlate to the presence of 
hyperalgesia. Therefore, it is not demonstrated that the mammal comprising an alteration of the 
tibial nerve caused by placing a gel substance in the tunnel around the nerve would exhibit 
hyperalgesia. 
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Claims 18,19,23 and 25 do not require that the mammal exhibit any effect as a result of 
the injected gel substance. The claims, therefore, encompass mammals that do not appear to 
differ in any manner from a wild-type mammal. Without some sort of phenotypic effect from the 
injected collagen, the skilled artisan would not know how to use the claimed mammal in any 
manner other than a wild-type mammal Without some sort of phenotypic effect, it is not clear 
how the claimed mammal can be a model for persistent neurogenic pain as claimed. 

The claims also encompass compression of the anterior tibial nerve. As set forth in the 
previous office action at page 4, the specification has demonstrated that compression of different 
nerves will result in different effects. The specification only teaches compression of the posterior 
tibial and saphenous nerves and the resulting effects for each. The specification does not teach 
the effects of compression of the anterior tibial nerve. It is not known if such compression would 
result in allodynia as observed with the posterior tibial nerve, or in hyperalgesia as described for 
compression of the saphenous nerve, or in some other effect. 

Therefore, in light of the breadth of the claims encompassing both allodynia and 
hyperalgesia, the known characteristic distinction between allodynia and hyperalgesia and the 
lack of guidance in the specification with respect to the claimed mammal exhibiting 
hyperalgesia, it would require to make the mammals encompassed by the claims. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 
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The rejection of claims 18 and 23 is withdrawn in light of Applicant's amendment to the 
claims requiring that the nerve alteration occur through non-surgical means. Reyna did not teach 
non-surgical placement of a gel into the tunnel comprising the tibial nerve. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 18,22,23 and 27 are rejected under 35 U.S.C 103(a) as being unpatentable over 
Reyna (1999, ICLAS,Palma de Malloren, May 26-28, page 226). 

Claim 18 is drawn to a method for producing a non-human mammalian model for 
persistent pain by altering the tibial nerve non-surgically by placing a gel substance in the tunnel 
through which the nerve passes. Claim 22 requires that the placement of the gel result in 
allodynia. Claim 23 is directed to the non-human mammalian model wherein a gel is placed into 
the tunnel through which the posterior tibial nerve passes. Claim 27 is directed to said model 
wherein the placement of the gel results in allodynia. 

Reyna taught introducing a proprietary biocompatible, non-irritating substance near the 
tibial nerve, which constitutes a non-traumatic nerve alteration by surgically exposing the 
posterior tibial nerve. The plantar hind paws were then tested for allodynia, a physiologic change 
associated with persistent neurogenic pain (paragraph 2). Reyna did not teach non-surgical 
placement of the gel. 



Application/Control Number: 09/800,870 Page 8 

Art Unit: 1632 

However, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to perform the method of Reyna and non-surgically introduce the gel 
substance into the tunnel surrounding the posterior tibial nerve as it would be desirable to use a 
less invasive technique in making an mammal to be used as a model of pain. One of ordinary 
skill in the art would have a reasonable expectation of success of performing the technique non- 
surgically as the nerve alteration is the same and can be performed simply by identifying the 
nerve by palpating the tibial region of the mammal. 

Thus, the claimed invention, as a whole, is clearly prima facie obvious in the absence of 
evidence to the contrary. 

2) Claims 20 and 25 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Reyna as applied to claims 18 and 23 above, and further in view of Ford (1986, Laryngoscope, 
Vol. 96, pages 1249-1257). 

Claims 20 and 25 limits the gel substance of claims 1 8 and 23 to collagen. 

Reyna taught introducing a proprietary biocompatible, non- irritating substance near the 
tibial nerve, which constitutes a non-traumatic nerve alteration by surgically exposing the 
posterior tibial nerve. The plantar hind paws were then tested for allodynia, a physiologic change 
associated with persistent neurogenic pain (paragraph 2). Reyna did not teach that the gel was a 
collagen gel. 

However, Ford taught injection of bovine collagen into the vocal cords to correct glottic 
insufficiency. Ford taught that collagen is safe, effective, easily injected and well tolerated 
(Abstract, page 1248, col. 2, paragraph 2) and that it attracts the ingrowth of fibroblasts allowing 
for deposition of new collagen (Abstract). 
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Accordingly, it would have been obvious for one of ordinary skill in the art at the time 
the claimed invention was made, to make the claimed mammalian pain model as taught by 
Reyna wherein the proprietary substance taught by Reyna is replaced with the collagen taught by 
Ford. One of ordinary skill in the art would have been sufficiently motivated to replace the 
proprietary substance with collagen due to its properties of inducing minimal immune response 
from the host animal, easy use and its ability to recruit fibroblasts that secrete new host collagen 
around the nerve where it is placed. One of skill in the art would expect a reasonable degree of 
success in using collagen gel in place of the proprietary gel substance of Reyna because it 
appears that collagen would have the necessary gel properties to carry out the method and does 
not have any noxious properties. 

Thus, the claimed invention is clearly prima facie obvious in the absence of evidence to 
the contrary. 
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Conclusion 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Valarie Bertoglio whose telephone number is (571) 272-0725. 
The examiner can normally be reached on Mon-Thurs 5:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Valarie Bertoglio 
Examiner 
Art Unit 1632 




